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TI Heterocyclic inhibitors of tumor necrosis factor-a converting enzyme 
(TACE) 

AU Levin, Jeremy I. 

CS Wyeth Research, Chemical and Screening Sciences, Pearl River, NY, 10956, 
USA 

SO Heterocycles (2006), 70, 691-704 

CODEN: HTCYAM; ISSN: 0385-5414 
PB Japan Institute of Heterocyclic Chemistry 
DT Journal 
LA English 

AB A variety of heterocyclic ring systems have been prepared as scaffolds for 
butynyloxyphenyl sulfonamide and sulfone hydroxamic acid inhibitors of 
TACE enzyme. All scaffolds provided highly active TACE inhibitors, but 
selectivity, and cellular activity was highly scaffold dependent. 

IT 683210-53-9 

RL: BSU (Biological study, unclassified) ; PRP (Properties) ; BIOL 
(Biological study) 

(heterocyclic inhibitors of tumor necrosis factor-a converting 
enzyme) 
RN 683210-53-9 CAPLUS 

CN 2-Piperidinecarboxamide, 1- [ [4- ( 2 -butyn-l-yloxy) phenyl] sulfonyl] -N, 3,4,5 - 
tetrahydroxy- , (2R, 3R, 4R, 5R) - (CA INDEX NAME) 



Absolute stereochemistry. 



Me — 



0' 



OH 



RE.CNT 46 THERE ARE 46 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L4 ANSWER 2 OF 4 CAPLUS COPYRIGHT 2007 ACS on STN 
AN 2004:589540 CAPLUS 
DN 141:140321 

TI Preparation of alkynyl- substituted azasugar derivatives as TACE inhibitors 
IN Tsukida, Takahiro; Moriyama, Hideki; Nishimura, Shinichiro; Inoue, 
Yoshimasa 

PA Japan Bioindustry Association, Japan 
SO PCT Int. Appl., 65 pp. 

CODEN: PIXXD2 
DT Patent 
LA Japanese 
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AB The title compds . I [wherein Rl and R2 = independently H, alkyl, alkenyl, 
or PhCH2, etc.; R3 = H or OH] or pharmaceutically acceptable salts thereof 
are prepared as TNF-a converting enzyme (TACE) inhibitors. For 
example, the compound II was prepared in a multi-step synthesis. II showed Ki 
of >850, >650, >790, and 4.3 nM against human MMP1, MMP3 , MMP9, and TACE, 
resp. I are useful as a preventive or a remedy for insulin- independent 
diabetes, rheumatoid arthritis, arthritis deformans, sepsis, acquired 
immune deficiency syndrome (AIDS'), graf t-vs . -host disease (GVHD) , asthma, 
atopic dermatitis, ulcerative colitis, etc. (no data) . Formulations 
containing I as an active ingredient were also described. 

IT 726186-57-8P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(drug candidate; preparation of alkynyl- substituted azasugar derivs . as TACE 
inhibitors) 

RN 726186-57-8 CAPLUS 

CN 2-Piperidinecarboxamide, 1- [ [4- (2 -butynyloxy) phenyl] sulf onyl] -N, 4 , 5- 
trihydroxy-3-methoxy-, (2R, 3S, 4S, 5S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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IT 726186-58-9P 726186-59-0P 726186-61-4P 
726186-63-6P 726186-64-7P 726186-66-9P 
726186-68-1P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(drug candidate; preparation of alkynyl -substituted azasugar derivs. as TACE 
inhibitors) 



RN 726186-58-9 ' CAPLUS 

CN 2-Piperidinecarboxamide, 1- [ [4- (2 -butynyloxy) phenyl] sulfonyl] -N,4,5- 
trihydroxy-3- (phenylmethoxy) -, (2R, 3S , 4S , 5S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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RN 726186-59-0 CAPLUS 

CN 2-Piperidinecarboxamide, 1- [ [4- (2 -butynyloxy) phenyl] sulfonyl] -N,3,4- 
trihydroxy-5-methoxy-, (2R, 3S, 4R, 5S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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RN 726186-61-4 CAPLUS 

CN 2-Piperidinecarboxamide, 1- [ [4 - (2 -butynyloxy) phenyl] sulfonyl] -N, 3 , 4 , 5- 
tetrahydroxy- , (2R, 3S , 4S , 5S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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RN 726186-63-6 CAPLUS 

CN 2-Piperidinecarboxamide, N, 3 , 4 , 5-tetrahydroxy-l- [[4- [ (4 -hydroxy-2 - 

butynyl) oxy] phenyl] sulfonyl] (2R, 3S , 4S , 5S) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry . 
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RN 726186-64-7 CAPLUS 

CN 2-Piperidinecarboxamide, 1- [ [4- ( 2 -butynyloxy) phenyl] sulfonyl] -N,4,5- 

trihydroxy-3- (2-methylpropoxy) -, (2R, 3S, 4S, 5S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 726186-66-9 CAPLUS 

CN 2-Piperidinecarboxamide, 1- [ [4- (2 -butynyloxy) phenyl] sulfonyl] -3-ethoxy- 
N,4,5-trihydroxy-, (2R, 3S, 4S, 5S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 726186-68-1 CAPLUS 

CN 2-Piperidinecarboxamide, N, 4 , 5-trihydroxy-l- [ [4- [ (4 -hydroxy- 2- 

butynyl ) oxy] phenyl] sulfonyl] -3 -methoxy-, (2R, 3S, 4S, 5S) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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AN 2004:202624 CAPLUS 

DN 140:375400 

TI Aza-Sugar-Based MMP/ADAM Inhibitors as Antipsoriatic Agents 

AU Moriyama, Hideki/ Tsukida, Takahiro; Inoue, Yoshimasa; Yokota, Kohichi; 

Yoshino, Kohichiro; Kondo, Hirosato; Miura, Nobuaki; Nishimura, Shinichiro 

CS Hokkaido Collaboration Center N-21, Kita, Sapporo, 001-0021, Japan 

SO Journal of Medicinal Chemistry (2004), 47(8), 1930-1938 

CODEN: JMCMAR; ISSN: 0022-2623 

PB American Chemical Society 

DT Journal 

LA English 

OS CAS REACT 140:375400 
GI 
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AB As a part of synthetic studies on MM P. (matrix metalloproteinase) /ADAM (a 
disintegrin and metalloproteinase) inhibitors, we have preliminarily 
communicated that aza-sugar-based compound I (R = H, Rl = OH) exhibited a 
potential inhibitory activity on some metalloprotease-catalyzed 
proteolytic reactions. To find promising candidates for the topical 
treatment of psoriasis, we investigated stability in aqueous solution of 

compound I 

(R = H, Rl = OH) and its derivative I (R = OH, Rl = H) . In the present study, 
we synthesized novel derivs. of compound I (R = H, Rl = OH) and evaluated 
their inhibitory activity toward MMP-1, -3, and -9, TACE, and HB-EGF 
shedding, from a viewpoint of versatility of aza-sugars as a functional 
scaffold. As a result, it was found that compound I (R = OH, Rl = H) 
demonstrated desirable inhibitory activity as an antipsoriatic agent, and 
some of the derivs. showed selective inhibitory activity. In addition, it 
was found that compound I (R = OH, Rl = H) exhibited a significant 
therapeutic effect on a mouse TPA-induced epidermal hyperplasia model. 
Therefore, compound I (R = OH, Rl = H) could become a promising candidate as 
a practical antipsoriatic agent. 
IT 683210-53-9P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; BIOL 



(Biological study) ; PREP (Preparation) 

(preparation of aza-sugar-based MMP/ADAM inhibitors as antipsoriatic agents) 
RN 683210-53-9 CAPLUS 

CN 2-Piperidinecarboxamide, 1- [ [4- ( 2 -butyn-l-yloxy) phenyl] sulfonyl] -N, 3 , 4 , 5- 
tetrahydroxy-, (2R, 3R, 4R, 5R) - (CA INDEX NAME) 

Absolute stereochemistry . 
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L4 ANSWER 4 . OF 4 CAPLUS COPYRIGHT 2007 ACS on STN 
AN 2004:189180 CAPLUS 
DN 140:391423 

TI Synthesis and biological activity of selective azasugar-based TACE 
inhibitors 

AU Tsukida, Takahiro; Moriyama, Hideki; Inoue, Yoshimasa; Kondo, Hirosato; 

Yoshino, Kohichiro; Nishimura, Shin-Ichiro 
CS Japan Bioindustry Association, Hokkaido Collaboration Center, Kita-Ku, 

Sapporo, 001-0021, Japan 
SO Bioorganic & Medicinal Chemistry Letters (2004), 14(6), 1569-1572 

CODEN: BMCLE8 / ISSN: 0960-894X 
PB Elsevier Science B.V. 
DT Journal 
LA English 
OS CASREACT 140:391423 

AB A series of azasugar-based hydroxamic acid derivs . bearing 

2R, 3R, 4R, 5R-conf iguration is described. The compound with a 4 , 5-O-acetonide 
group showed excellent in vitro potency against TACE, with high 
selectivity over MMP-1 and moderate selectivity over MMP-3 and MMP-9. 

IT 683210-53-9P 686747-96-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study) ; PREP (Preparation) 

(synthesis and biol. activity of selective azasugar-based TACE 
inhibitors) 

RN 683210-53-9 CAPLUS 

CN 2-Piperidinecarboxamide, 1- [ [4- (2 -butyn-l-yloxy) phenyl] sulfonyl] -N, 3 , 4 , 5- 
tetrahydroxy-, (2R, 3R, 4R, 5R) - (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 686747-96-6 CAPLUS 

CN 2-Piperidinecarboxamide, 1- [ [4- (2 -butynyloxy) phenyl] sulfonyl] -N,4, 
trihydroxy-3-methoxy-, (2R, 3R, 4R, 5R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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